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.A 
, I 

CITIZEN PETITION -1-i 

This petition is submitted on behalf of GlaxoSmithKline (“GSK”) pursuant to 21 CFR 
$10.30, GSK requests the Commissioner of Food and Drugs to remove metered-dose inhalers 
(“MDIs”) containing the single active moieties beclomethasone, fluticasone, and salmeterol, 
respectively, from the essential-use list of ozone-depleting substances (“ODS”) set forth in the 
Food and Drug Administration’s (“FDA”) regulation of such substances.’ As discussed below, 
because the legal and factual predicates for this action are not in dispute, GSK requests that 
FDA: (a) take this action via a direct final rule; (b) that it do so prior to the rulemaking discussed 
at the July 14, 2005 meeting of Pulmonary-Allergy Drugs Advisory Committee (“PADAC”);2 
and (c) that the effective date of the action be no more than 30-days after publication of the final 
rule. 

A. ACTION REQUESTED 

For the reasons discussed in section B, this petition requests the Commissioner to amend 
21 CFR 3 2.125(e)(l)(i), 21 CFR 9 2.125(e)(l)(iv) and 21 CFR 4 2.125(e)(4)(i) to read as 
follows: 

I The essential-use 1~. is set forth m 2 1 CFR $ 2.125(e)( 1). See also Use of Ozone-Depletzng Substances, 
Essentznl-Use Determzncztzons, 67 Fed. Reg. 48370, 48373 (July 24, 2002) (final rule) (heremafter “ODS 
Regulatzon”). 

3 SCCP Transcript of July 14, 2005 I’ADAC Meeting; statement of Wayne Mitchell at 33-35, available at 
~http~iiwww.fda.go~/o~msidockets/ac/05/transcripts/2005-4148T2.htm~. 
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(1) Metered-dose corticosteroid human drugs for oral inhalation. Oral 
pressurized metered-dose inhalers containing the following active moieties: 

(i) [Removed and Reserved]. 
(ii) Dexamethasone. 
(iii) Flunisolide. 
(iv) [Rernoved and Reserved]. 
(v) Triamcinolone. 

(4) Other essential uses. 

(i) [Removed and Reserved]. 

B. STATEMENT OF GROUNDS 

Under 2 1 CFR Q 2.125(g)(l), FDA may remove an essential use from the list at 2 1 CFR 9 
2.12.5(e) if the product using the ODS is no longer being marketed. In its ODS Regulation, FDA 
stated that the “failure to market indicates nonessentiality because the absence of a demand 
sufficient for even one company to market the product is highly indicative that the use is not 
essential.“3 Chlorofluorocarbons (CFC) MDIs containing the single active moieties 
beclomethasone, fluticasone, and salmeterol, respectively, are no longer being marketed; thus, 
the sole criterion required by FDA to de-list beclomethasone, fluticasone, and salmeterol from 21 
CFR 4 2.125(e) has been met.” 

1. The Sole Regulntocy Criterion for De-Listing Has Been Met 

a. &clomethasone 

Until recently, beclomethasone was marketed as an ODS product represented by two 
distinct new drug applications. The CFC beclomethasone MDIs on the market were Vanceril’ 
(“Vanceril CFC”) and Beclovent’ (“Beclovent CFC”), each of which was marketed under its 
own new drug application (NDA 17-573 and NDA 18-l 53, respectively).5 Schering-Plough 

See ODS Regulutlon at 48373 
1 2 1 CFR 5 2.125(g)( -0. The MDIs that this petition seeks to de-list all contained CFC 11 and CFC 12, 

which are ODS controlled under the Clean Air Act. See 42 USC S; 7671a(a); see also 40 CFR Part 82, 
Subpart A, Append] Y A. 

See NDA # 17-573 and NDA # 18-l 53, respectively. The active moiety m both Vanceril CFC and 
Beclovent CFC was beclomethasone propionate. 
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Corporation (“Schering-Plough”) introduced Vanceril CFC into the U.S. market, after obtaining 
U.S. approval for the drug in 1982. 6 GSK introduced Beclovent CFC into the U.S. market, after 
obtaining U.S. approval for the drug in 1982.’ Vanceril CFC and Beclovent CFC both contained 
CFC 11 and 12. 

3M Pharmaceuticals developed a non-ODS beclomethasone MD1 product - QVAR@ 
HFA, represented by a single new drug application (NDA 20-911) - which was approved by 
FDA in 2OOO.s IVAX Corporation is currently marketing QVARTM HFA in the United States.’ 
GSK ceased manufacturing Beclovent CFC in the United States in 2001. By 2003, GSK had 
sold all remaining Beclovent CFC in inventory, and thus by that time had ceased not only 
manufacturing, but also all commercial distribution in the United States.” With respect to 
Vanceril CFC, FDA has determined that Schering-Plough is no longer marketing this product in 
the U.S. market.” 

Vanceril CFC and Beclovent CFC were the only CFC beclomethasone MD1 products on 
the market in the United States. Thus, with the cessation of manufacture and commercial 
distribution in the United States by Schering-Plough and GSK, respectively, there are no CFC 
beclomethasone MD1 products on the U.S. market.12 

b. F:luticasone 

Until recently, fluticasone’ 3 was marketed as an ODS product - Flovent’ (fluticasone 
propionate) Inhalation Aerosol (“Flovent CFC”) ~ represented by a single new drug application 

0 See NDA # 17-573. 

See NDA # 18-1.53. 

8 See NDA # 20-9 11. 

I 0 

II 

See Letter from IVAX Corporation to Shareholders (Feb. 2, 2005) available at 
<http://www.ivax.com/pdfs/shareholder - letter february-02205.pdf >. - 

See Wztldrawal of Approval of 80 New Drug Applicatzons, 68 Fed. Reg. 49481,49484 (August 18, 2003) 
(notice) (withdrawing FD,4 approval of Beclovent CFC’s NDA # 18-1.53 on the basrs that Beclovent CFC 
IS no longer marketed in the Umted States). 

See Dep’t of Health and Human Servs., Food and Drug Administration, Approved Drug Products, 
Cumulative Supplement 9 (25’h ed. Sept. 2005), avndable at <http:llwww.fda.govlcder/orangelobcs.pdD 
(hereinafter “Orunge Book”). In the Orange Book, Vanceril CFC is listed as “discontmued”. See id. at 1-9. 
Accordmg to the Orange Book, a product is considered to be “discontinued” if it “is not bemg 
marketed .” See id. at ix. 

I? 

13 

See id. at l-9. In the Orange Book, under the actrve Ingredient beclomethasone, Vanceril is the only 
product listed. As s:ated above, the Ornngr Book lists Vanceril as “discontinued” - I.e., not marketed in 
the United States. See supra note 1 1, 

The mdividual active moiety in Flovent CFC is fluticasone propionate. Please note, however, that the 
general term “fluticasone” appears in FDA’s essential-use list. See 21 CFR Q 2.125(e)( l)(iv) 
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(NDA 20-548).r4 GSK introduced Flovent CFC into the U.S. market, after obtaining U.S. 
approval for the drug in 1996. I5 Flovent CFC contained CFC 11 and 12. GSK later developed a 
non-ODS fluticasone MlDI product - Flovent HFA@ (fluticasone propionate) Inhalation Aerosol, 
represented by a single new drug application (NDA 21-433) -- which was approved by FDA in 
May 2004. ” GSK launched Flovent HFA in February 2005. Consistent with the Montreal 
Protocol’7 and Title VI of the Clean Air Act regarding the phase-out of production and 
consumption of ODS, GSK ceased manufacturing Flovent CFC in the United States in 
November 2004. GSK has no remaining Flovent CFC in inventory and has completely ceased 
commercial distribution of this product in the United States. 

Flovent CFC was the only CFC fluticasone MD1 product on the market in the United 
States;” with the cessation ofmanufacture and commercial distribution in the United States by 
GSK, there are no CFC tluticasone MD1 products on the U.S. market. 

C. &lmeterol 

Until 2002, salmeterol was marketed as an ODS product ~ Serevent’ (“Serevent CFC”) ~ 
represented by a single new drug application (NDA 20-236)‘” GSK introduced Serevent CFC 
into the U.S. market, after obtaining U.S. approval for the drug in 1994.20 Serevent CFC 
contained CFC 11 and 12. GSK later developed a non-ODS salmeterol product - Serevent 
Diskus’“’ (salmeterol xinafoate inhalation powder), represented by a single new drug application 
(NDA 20-692) - which was approved by FDA in 1 997.2’ GSK ceased manufacturing Serevent 
CFC in the United States in January 2003. By June 2003, GSK had depleted all remaining 
Serevent CFC in inventory, and thus by that time had ceased all commercial distribution of this 
product in the United States. 

” See NDA # 20-548. 

” See rd 

” See NDA # 21-433. 

The Montreal Protocol on Substances that Deplete the Ozone Layer, an international treaty to which the 
United States is party, mandates the phase-out of ODS production and importation. See MorrtreaZ Protocol 
on Suhstnnces that Lieplett: the Chone Layer, S. Treaty Dot. No. 10, 100th Cong., 1”’ sess., 26 I.L.M. 1541 
(1987) uvuilable at ~:http:i’iwwu~.unep.orglozoneipdfslMontreal-Protoco12000.pdD. 

IX See Orange Book at l-34. In the Orange Book, as of August 2005, Flovent CFC is shown as the only CFC 
fluticasone MD1 product m the IJ.S. market. 

I ‘) See NDA # 20-236. 

” See NDA # 20-692 
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Serevent CFC was the only CFC salmeterol MD1 product on the market in the United 
States; with the cessation of manufacture and commercial distribution in the United States by 
GSK, there are no CFC salmeterol MD1 products on the U.S. market.** 

2. Public Benefit,s of Action 

Removing CFC beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol 
MDIs from the essential-use list serves the best interests of the public in three ways: (i) 
improved public awareness that CFC beclomethasone MDIs, CFC fluticasone MDIs, and CFC 
salmeterol MDIs are no longer marketed in the United States and that CFC-free alternatives are 
available; (ii) continued health benefits from prevention of future depletion of the ozone layer; 
and (iii) bolstered support among the Montreal Protocol Parties for U.S. efforts to further the 
transition. 

Regarding the first public benefit, GSK recognizes that it has the primary responsibility to 
inform the healthcare community of the cessation of sales of GSK’s CFC MD1 products, the 
reasons for such cessation, and the availability of non-CFC alternatives. Consequently, when 
GSK suspended its sales of Beclovent CFC, Flovent CFC, and Serevent CFC, it took several 
actions to notify the affected public of such suspensions.23 Nevertheless, despite these public 
announcements and other actions, there may be some residual confusion in the market place - 
particularly among physl cians and patients - as to the current availability of CFC 
beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs.*~ Publication of a 
final rule removing these CFC MD1 products from the essential-use list will help spread the word 
throughout the healthcare community, and thus help to alleviate any remaining confusion in the 
market. 

Second, removing CFC beclomethasone MDIs, CFC fluticasone MDIs, and CFC 
salmeterol MDIs from the essential-use list serves the best interests of the public by continuing 
the health benefits already achieved from reduced depletion of the ozone layer. Because these 
products are no longer being marketed, their combined harm to the stratospheric ozone is 
minimal or none. Removing these CFC MD1 products from the essential-use list will help ensure 
that this status is not reversed in the future. 

‘I See Orange Book In the Ot-angr Book, as of August 2005, no CFC salmeterol MD1 products are listed as 
being sold or distributed in the U.S. market. 

3 

24 

See r.g , press release, GlaxoSmithKline, Ozone Friendly formulation, Flovent HFA (Fluticasone 
Propionate HFA) Inbalation Aerosol, Now Available (Feb. 7, 2005) avadable at 
<http:iiwww.gsk.conliControllerServlet?appId=4&pageId=402&news~d=407~. 

For example, GSK has received, and continues to receive, numerous inquiries from physicrans and patients 
as to the availability of Serevent CFC. 
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Third, the international community’s patience with the pace of the United States’ CFC 
MD1 products phase-out has been wearing thin in recent years.25 Removing CFC 
beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs from the essential-use 
list will send a positive message to the international community that the United States is 
committed to transitioning away from ODS use in medical products and to protecting the ozone 
layer. 

3. Reyuestfbv Action as Direct Final Rule 

As stated above, there is no dispute that the sole requirement for removal of CFC 
beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs from the FDA’s 
essential-use list is whether these products are still being marketed. Further, the fact that these 
CFC MD1 products are no longer being marketed is not in question. Thus, there is no issue of 
law or fact in dispute. Accordingly, FDA may remove beclomethasone, fluticasone, and 
salmeterol from the essential-use list without first publishing a notice of proposed rulemaking 
and soliciting public comments. 

Under FDA regulations at 21 CFR 5 10.40(e)(l), “[tlhe requirements of notice and public 
procedure . . do not aprfye. . . [w]hen the Commissioner determines for good cause that they 
are . . . unnecessary . . . . This FDA exemption mirrors a similar exemption in the 
Administrative Procedure Act (“APA”). When enacting the APA exemption, Congress stated 
that the “lack of public interest in rule-making warrants an agency to dispense with public 
procedure.“” Here, where there is no question of law or fact in dispute, the Commissioner may 
dispense with advance notice and opportunity for comment. Therefore, GSK requests that FDA 
effect the removal of beclomethasone, fluticasone, and salmeterol from the essential-use list by 
direct final rule. 

4. Request$v Earlier Rulemaking 

In addition, GSK requests that FDA issue a direct final rule prior to issuing the proposed 
rule contemplated at the July 14, 2005 PADAC Meeting. At that meeting, FDA discussed 
issuing a proposed rule to remove other CFC MDIs from the essential-use list: specifically, CFC 

25 SW, e g., Transcript ‘of June 10, 2004 PADAC Meeting; statement of Eugene Sullivan at 56-57, availahZe at 
~http:liwww.fda.go~/ohrms/dockets/ac/04/transcripts/2004-4048T1.htm~ (stating that Parties to the 
Montreal Protocol may not contmue to accept United States’ claim of “essentiality” of certain CFC MD1 
products). See also :!005 TEAP Report, which recommends a substantially reduced quantity of authorized 
essential use volumes for the U.S. for 2006. See United Nations Environment Programme, Report of the 
Technology and Econormc Assessment Panel at 38-41 (May 2005). 

26 

27 
21 CFR 3 10.40(e)( 1). 

SW Administrative Procedure Act, 5 LJSC $ 553(b)(B). 

lx See S. Dot. No. 248, 79”’ Cong.. 2d Sess at 200 (1946). 
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MDIs containing metaproterenol, pirbuterol, flunisolide, triamcinolone, cromolyn, nedocromil 
and albuterol/ipratropium, respectively (hereinafter the “PADAC CFC MDIs”). 29 However, the 
PADAC CFC MDIs are distinguishable from CFC MDIs containing beclomethasone, 
fluticasone, or salmeterol in that: (1) the PADAC CFC MDIs are all still being marketed in the 
United States; (2) there are “110 non-CFC current reformulations or direct alternative products” 
for the PADAC CFC M!DIs;~” and (3) the PADAC CFC MDIs would be removed from the 
essential-use list pursuant to a different section of the ODS Regulation - 21 CFR 5 2.125(g)(2), 
rather than 21 CFR 9 2.125(g)(l). To remove products from the essential-use list under 21 CFR 
0 2.125(g)(2), FDA is required to assess whether the multiple fact-based criteria set forth in 21 
CFR 5 2.125(f) h ave been met for each of the seven PADAC CFC MDIs. By contrast, de-listing 
under 21 CFR 4 2.125(g)(l) requires only a finding that the CFC MDI product is no longer on 
the market. 

Thus, consolidating these two distinct rulemaking processes could unnecessarily delay the 
removal of CFC beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs, and 
possibly slow down FDA action on the PADAC CFC MDIs. Accordingly, GSK requests that, 
prior to issuing a proposed rule concerrling the PADAC CFC MDIs, FDA issue a direct final rule 
to remove CFC beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs from 
the essential-use list. 

5. Reyuestfbr ELfective Dute 30 Days After Publication 

GSK requests that the Commissioner make the direct final rule effective 30 days after 
publication. Under FDA regulations at 21 CFR 5 10.40(c)(4), “[tlhe effective date of a final 
regulation may not be le:ss than 30 days after the date of publication in the Federal 
Register . . . .“31 Unlike the prior de-listing instances, there is no reason to delay the 
effectiveness beyond the required 30 days. 

In its final rule removing CFC albuterol MDIs from the essential-use list, FDA set an 
effective date more than three years after the final rule publication date.32 However, in that case, 
FDA stated that it delayed the effective date in order to ensure that adequate production capacity 
and supplies be in place to serve the entire albuterol MD1 market.33 Although the sufficiency of 
the supplies and production capacity is one of the criteria for removal under 21 CFR 

7’1 See July 14, 2005 PADAC Meeting at 85-132. 

Memorandum from Robert J. Meyer, Director, to PADAC (July 5, 2009, avaihbk at < 
http~liwww.fda.govlc,hrms~docketslaci’Ong/2OO5-4148B2~01~FDA-0ffce-DIR-Memo.pdf>. 

21 CFR 4 10.40(c)(4). 

See Use of Ozone-D<>pletwg Substances, Rernoval of Essential-Use Designatzons 70 Fed. Reg. 17 168, 
17178 (Apr. 4, 2005) (final rule) (heremafter “CFC Albutwol Non-Essentiality Rule”). 

Sre id 
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g 2.125(g)(4),34 it is not a criterion for de-listing pursuant to 21 CFR 9 2.125(g)(l). CFC 
beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs are currently not 
marketed in the United States, which means, in FDA’s own words, that there is an “absence of a 
demand sufficient for even one company to market the product.“35 Thus, there is no need to 
provide phase-out periods for CFC beclomethasone MDIs, CFC fluticasone MDIs, and CFC 
salmeterol MDIs in order to ramp up production capacity for the non-CFC alternatives to these 
products. 

Similarly, when 1 t removed CFC-containing metered-dose steroid nasal inhalants from the 
essential-use list, FDA delayed applicability by one year. In that case too, the CFC nasal steroid 
MDIs were still being marketed in the United States. Because of that fact, FDA concluded that 
“a 1 -year period to dispose of existing stocks and to complete the transition to non-ODS- 
containing alternatives [would be] appropriate.“36 

The only other prior instance to date of de-listing was FDA’s action on CFC MDIs 
containing isoetharine, isoproterenol and terbutaline, respectively. These CFC MDIs were 
removed because, as is the case here, they were no longer being marketed in the United States. 
FDA effected the de-listing of these three active ingredients as part of its promulgation of the 
ODS Regulation. The ODS Regulation not only removed the CFC isoetharine MDIs, CFC 
isoproterenol MDIs and CFC terbutaline MDIs from the essential-use list, but it also 
implemented several new criteria and procedures for additions to and removals from the 
essential-use list. Because the effective date of the ODS Regulation was 180 days after the 
publication date,37 FDA also set a 180-day delay in effectiveness for the removal of these active 
ingredients. By contrast, in this instance, other than the simple removal of CFC beclomethasone 
MDIs, CFC fluticasone ‘MDIs, and CFC salmeterol MDIs from the essential-use list, there would 
be no other amendments to the ODS Regulation. Therefore, GSK requests that FDA make the 
direct final rule effective immediately after 30 days from its publication. 

D. ENVIRONMENTAL IMPACT 

21 CFR Q 10.30 requires the petitioner to prepare an environmental assessment under 21 
CFR 9 25.40. However, an environmental assessment is not necessary here. 21 CFR 9 25.40 
defines environmental assessment as “a concise public document that serves to provide sufficient 
evidence and analysis for an agency to determine whether to prepare an [environmental impact 
statement] or a [finding of no significant impact].“38 The environmental assessment fulfills 

See 21 CFR 4 2.125(g)(4). 
is See ODS Regztlatmn at 48.373. 

Id at 48375. 
-3 7 See ln’ at 48372. 

21 CFR 5 25 40; see also 40 CFR 4 1508.9. 
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FDA’s obligations under the National Environmental Policy Act of 1969 (“NEPA”).39 NEPA 
requires all federal agencies to assess the environmental impact of their actions “significantly 
affecting the quality of the human environment.“40 However, Federal agency actions taken 
under the Clean Air Act are deemed by Federal law not to have any significant environmental 
impact.4’ FDA actions lo de-list an essential use are taken pursuant to the agency’s authority 
under the Clean Air Act.42 

In any case, the removal ofbeclomethasone-, fluticasone- and salmeterol-containing CFC 
MDIs from the essential-use list will not in fact have a significant adverse impact on the human 
environment. To the contrary, it will maintain, and indeed make irreversible, the current benefits 
to the environment derived from the unavailability of ozone-depleting substances in drug 
products containing these three active ingredients. Thus, an environmental assessment is not 
required. 

D. ECONOMIC IMPACT 

Pursuant to 21 CFR (i 10.30, information under this section is to be submitted only when 
requested by the Commissioner following review of the petition. 

E. CERTIFICATION 

The undersigned certifies that, to the best knowledge and belief of the undersigned, this 
petition includes all information and views on which the petition relies, and that it includes 
representative data and information known to the petitioners that are unfavorable to the petition. 

7’2 

4) 

SW Environmental Impact Statements, 38 Fed. Reg. 7001 (Mar. 15, 1973), amended by 42 Fed. Reg. 19986 
(Apr. 15, 1977) and 50 Fed. Reg. 16636 (Apr. 26, 1985). 

42 USC 5 4332. 

See 15 USC 9 793(c)( 1). 

See ODS Regulatzon, 67 Fed. Reg. at 48370,48371,48381,48382. 
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F. CONCLUSION 

For the foregoing reasons, GSK requests that this petition be granted, and that FDA issue 
a direct final rule, which would take effect 30 days after publication, to remove CFC 
beclomethasone MDIs, CFC fluticasone MDIs, and CFC salmeterol MDIs from the essential-use 
list at 21 CFR $ 2.125(e)(l)(i), 21 CFR $ 2.125(e)(l)(iv) and 21 CFR 5 2.125(e)(4)(i), 
respectively. 

Respectfully Submitted, 

James A. Losey, Esq. V 
Counsel to GlaxoSmithKline 
Skadden Arps Slate Meagher & Flom LLP 
1440 New York Avenue, NW 
Washington, DC 20005 
Telephone: 202-37 l-7204 

cc: Robert J. Meyer, M.D. 
Wayne H. Mitchell, Esq. 


